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Substitution of Nem2thyl recidue for Nendamsntyvl chancres
tha maghanirm of action of derivatives of benzoic ~nd cinnégic
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Ac enr~wm in ~ravious works, mono-quaternary salts of alkamine
perape At henwoic »nd cinnomic acifs tyres (I) »nd (II) exhibit a

nran~nnes? cupare like =ction /1/.

z)_\ 0 1l A
- LN}
1 r

J

By 2¢c*ivity, ~ome of these comnounds cin be coroared with the

mo~* a factive miurgle relsaxants rert-oinins to the groun of bise
A ermepry ammonium salts, wLike the majority of mono-quatarnnary
enltr, *hey act avtremely transitoryv, Th= latter, apparently, lis
rala+tad largpaly with the precsence o0f est2r bond hydrolyzed in the
Arcani-~m, 1t ~»would be ~ttributed to the deficliencies of comeounds
1) and (II) hemrepine their porsible use in anaecthesioloric
vreactice that they induce a derolarising neuromuscular block,.
A= i- krown the antidepolari-in~ muscle relaxants /2/ whose action
con bs "cvuln ted by the anplication of antasonists (fer axamvle,
nrra~aprina) are tha mort interestin~ for anplication in sureery.
they do not de-troyv the distribution of rotassium ions =nd do not
carte a ~epriars of side effects trricnl for devnolarizing preparations.,

anpliep attempts ware rer=23tailv made by various =snrts of
atructural chen-er to transfeorm derclarizin- muscle relaxants
intn npac%ically more valioable antiderolsrizing comnounds, The
rotantiality of ruch a chanre for mono-quaternary mu-cle relaxants
ic alrendv rotad in rriveinle, -nu~ 1% i~ shoim that for calts of
tatpamsthyvloanmonium, = se2auence subrtitution of one o the methyl
rrrurs by an alkvl recidue with » conctantly inecreasing chain
lercth means th-t when the number of carbon atoms in the chailn
jr eova-tap *hen 12, tha rubstance loses denol=rizing proparties and
haoine tn nat 1ike a non-fenalarizine~ tvne/3/ On the basis of this
drta, ecomrminde were studied in whose onjum center is introduced in
a hWi-h “arpee  linophilie =nd voluminou~ renidue., It could have
been ayreched *hat in <0 doin, the fAistribution of substances, the
~nacle ralaxant molecules aprroach to corrersvondine

anen ~f ko
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recentars, ond tha s-rength of the bonde between them, would be
ecsenti=1lly chanved, there is data that denolarizingz and non-
derolarizins curarae like aserts are unavenly fixed in the region
of the skelat-~1 muscles' terrinal nlntes /4,5/, in whose synaptic
mambrares! structure She linophilic formetions occury en irrortant.
nlace /6/, 4+t is al-o knovn that the introducticn of adamantyl ~rouns
in the structures of antidiabetic comrounds /7/, hormonal preparations
/8/, and o*har nhysinloeic2lly active substances /9/ causes interest-
ina chanees in the character of these comrounds sctivity,

A reriss of methiodides of alkamine esters of benzoic (III)
“nd ecim~amic (IV) acife wera svnthesized, analosnus by ctructure
te esaltr I and II, but contairnine at the quaternary ni‘*roeen
atom 2 l-adamantyv] residue instand of a m=2thyl croup.

7 (l? _,/CH} - 1
X (en=ctlpCol)giSomy I ax Ad=
¢ CAd
v

Bm=0; F.mn=/

As l-bromadarante usually does not form a quaternary salt with
tertiary avinss, it was n=cessary to obtain, steartine from l-
(M-rathvlamino) adamantane (V) /10/ = series of amino alcohols with
an adarmantyl recidue at the nitrowen atom,

Ad Ad M\ '
NOH,CH,OH  ~a=— [ ——e ICH,CH,COOCH;
oot gy CH{' L )

; o

Ad Ad
MCH {zCHICHzCHzOH 4—-CH>N( ot l'lCHzCH zCl l-,_OCOG! {') ct l;’ CH {7.0! {lCHzOI’[
) 5
a7y w

Ad<
cHy’

B-/N-matuyl-i-(l-scamantyl) amino/ethanol (VI) is synthesired
bv +tha action of ~thylene oxide on VvV, oy 'addition of an equimolec-
ular aqueantity of V £n =2 methyl ecter of acrylic =nid, = methyl ester
nf ge/Nemathvl=Notl-~adarantyvl)amino/nronionic acid irs oht=ined,
radiined fupthapr by 2 moles of lithium ~lumohyvdride to y-/N-methvl-Ne
(1 -nd~mantyl)amino/vronannl (VLL), By a reaction of 2 moles of V
with & -bromabu+ylocetzte, § -/N-mathyl-N-(l-adamantyl) amino/btntyvl
npcet~*a {s obtained, which without isolation in an innivicdual stnte
i~ hvdrolized tocg-/N-methyl-ﬁ-(l-adamnntyl)amino/hvtanol (VIII),
amiroe ~lenhol vI i =2 ervstel substance; amino alcohols VII »nd VIII
are vi~cour liauids, distillinc~ without decompositicn in a hich vacuum
and enapactarisad ag hyd-ochloridas and mathiodides (Table 1),

"ha transformation of th~ ohtained srino alecohols (VI-VII)

into complex esters of benzolc or substituted benzoic acids is
aceomnlished by their interaction with an equimolecular quantity of

2k
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ﬂovn-sponﬁi.,z, acid cn;criee (Stan‘..::rd ~mr!:en" A). The baszc
‘cimmamye ecld esters Zre derived br rewestapification frc= methyl
ast_.rs ‘of ¢irmznic ‘acids -and amind a:cchals in the jzzesnnce -of
zlcoholate (Standard exrerizent B), In both variants the severaticn
ef the forsing alkaniz;e ‘estar fron the axino -alcohols not 'r‘actmg
is condicted by fract*onal a.ka}.izatmn of a solnticn of reaction

‘mxturﬁ in acid; in ad@ition, in the majority of czeges even withouf

distzllﬁtim the precipitated astars showed cﬂmale..e;s satisfactory
anelysis z*esu.ts.,.,,_‘!"ne extracticn of methicdides was sonducted by
r«eazmz 2 solution of rezZénts in acetone. . Tre resulis of ihe a..al;ts;s
::z:: h; const=nts of th‘- sm“!zesized ¢o=poirds are '\rgsentﬂd in

T Ty ﬂ

ey ’

Dnrj.n.:' n‘zarsacolozzcal studies of compounds (J.IL: and IV},
theid curzre 11}“- asticn was coc=pzred wite the aclion of ..Alcaayal;r
strictured corpounds (I; ard (Ii). It 5s shewn that a-- substitaticn

of an x-?t‘url residue bty an Xeedanantsl -Causes a ob: o!’ the

subst:mce’s s2ch=nise of a..tzen, this 2rplyinc both to the benzoic
acid dspivatives (I) and {IIF) arnd to the cinmamic ac:d “derivstives
£ZX) ard {IV). In ,11 ¢€sses, trizetivlac=oniuz coopounds induce

2 soastic paralysis in ckicks tm;cal for derolarizing agents, at t
t}'..-, same Lire that their adarmant 71 am=lege indwced 2 flaceid paralysis
characteristis for 2 nondero.xarz_ng, block (ses “Tadble 2) A char'-e

of the coopounds?. z2ch=nis= of action during intrcduction of aﬂaaanpy
Tesidie into a2 cetionic group is accezpanied by 2 sharn decline of
curzra iike zetivity \avcox-a;ng tc tre czta o“ exzeriments on cats,
by 200-300 tices).

If 3 value n is cospn=red; then for the tested adenantyi
darivatives (unlike trize thylar=oniuz) the muzber of zethyisws ZrouDs
in the aninc 2lcohol part of the molecule does nmot xlay an esserntial
role., When Bi= 2, 3, cor &, the activity of mrono-quaternary a-monium

‘salts or a:kau.me ‘estars ¢f bernzoic and cinkasic ncids are of ire

saz=2 crder. Introfucticn inte the arceatic ring of 2 nitrosroup or
z2thoxyzroups also chenges activity 1ittle,

Ror a =uch w¥idar study of the found Garendencies, it wss of
interest to s2e wh=st i!h Iyence t-e mressnce of zn ad;::ant"l resides
2xnibits on the smechanisz of action of other chelimx'o-ics which
2ra aono-qu..‘omarg arroniuxm Salts, nrimerily tetramethylarscnins
jotide (¥Xz2) and zcetyi choline (XGa), Tee syntkesis of zn ajezantyl
analo;: or IX {IXb) is derived %y heating VI with methyl icdide (se=

abovel; its trestment with acetic sxaydrids ressuits in an adesantyl

anoleg cf zcetyichoiins (Xibdb).
Tne resulis of the tharsscolozinal tasts of the cozpounds (IX-

XIj showed thzt in thase cases the substisution of = rethyl residus

by an 2iarentsl 1s accerpanisd by the transformation of = devolsrizing
subzisncs into = nenderolarizing cne, tnelr zctiyity declining

simitsnecusly (!aale 3). The observed chenie of the mechonisz

-Se




o action .Nn oo a“=5061=' 24 '¥ith 2. :mi:‘ c”nt a=ouni of adamanty:
residua, Hoverar it could soon2n be. "C mosed that iis hish 111)—-
cohizlnecs pleys 2 besic rols, esrentially chancinz both the
Totensislizy of the subst»,ncﬂ mn—-trat' ¢n through nFdrc p

anA hvdrsni:oe:c siruciures of subsvn..;ztxc =exh znes- ans the
conii<ions of its interaction with chelinorecapters,

Sxverinsnizl part,

£s of the x!:”ac.f’a co=rounds ard their

Fhe 7ields and constan
in Mefles 1 2nd 2.

derivarives Zrso ores enﬁad

B M-meshyl-N{ loaﬂa;.aantﬂ.la.ﬁ athanol (¥I), %o a =scluticn

of 1< s. Vin 70 =1, of nethanol is 28d@sd = Solution of 20 =, et thrlens
ox.dn ip 32 =1 z:et:knc‘! oy drippin- at 205 The ;emr'atarﬂ of the

reactiorn rixZrre in $h2 course of an» hour is 1 Dusht ub to ®ROO,
Aurinc the naxt nour o 55° » Faintain=d at tnis Iszperature sor
h=1f an heour, sTisr shich ine m2thanol =n3 excass ethszioms cxme ars
2iz£illed o7F in a vzcuun. Th2 crgstal residue is dissolived inm 120
‘®l.. of zbsolute esier apd filtersd »ith cesl. Afier 27aporr ..-c:z
of tve erter, 15.1 z. of crystzls, n.p. $6-582; are obtainsd.

iya mc‘z‘lo'“de. C‘b zineg by acidiflicaiion of 2 solulion of 2 g,
¥I in 1Q pi. Of esier vilh zn ester salution of nyvmaeiz chisridés
mtii 2 conto Llue col o raficn. Yi=1a: 2.1 =. {85.7%).

?'e,‘.‘iior}iaa. Ixiracisd by a2atinz 2 solntion of 2.5 g, VI 2
2.2 ml, m2thyl jofide unitil the disspoesrance of ihe s21lkalire rea=ciicn
0™ the mixturs \whish reguires about 2 rours). Yield: 3.75 =. (B1%).

Y- -mothyi-N- (--aca.antﬂ }anirc rropenol (¥Ii). To a soluticm
of 2.2 ~. of ¥V in 6 =3, of m2thanol 2% a teopar=ture not hicther than
BGO 3c =4@2d by drirvrins 1.8 =. of mzthyl =ster of azcrylic =cid in &
21, oF 2Ehanol; t42 pixiurs is 12t to siamd severzl cays at roos
ta-noratare, Afwr s Jeporation of thz oethznol in = vacrym, thers
rerains in the form of a thick 6il sothyl ester of P=lt-z g.r:..ﬁ--‘-
(1= ..nanpvlla,o_no/ﬂ*ooion acid. Ziela: b.86 =, (92.25). Found,
%- C 71.:2 71.83; £ 10,90, 10.0%; ¥ 5.61, 5.72; C1cipsiG . Cnlcu-

tad, $: C 71.67: H, 10.02; X 5.57.

Hydrocnloride, 5.v. 15i-1S3%. Toumd, »: C 62.5%, 62.61; H 9.00,
8.99; Ci* 12.57, 12.61, Ci<HpHKG -HC1, Calculated, #: C 62.53;
§ 9.02; Ci' 12.33.

The ohtained ester is dissolved in & diethyl ester, 1.2 Ze
of litnixns a2lusows uriﬁo added, arnd ta2 rezc tive pix*ure neated for
8 pours. Then 3 o, of xater a."d 9 w1, of Izirahyérofurzns zra
*cou.Mé in gurinr ceoling, the mixiurs toiied another 30 min, the
resigue filtered off, and after distillztion of the selvents ina

)
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vaciu, 3.85 g, (813) of ¥I in tre I fors of 2 colorless coil is
odta *ned

o S- -methyl-¥-{1-afazantyl)esine/atanol (VIZI). & soluticn
of 2—;65 <. S-b*ma..xovlacatatﬂ f13/ an3 LBE =, ef V in 55 =1, of
taluene‘ i5 heatad 2t bci.‘-.inz and szitated for 15 hours, The
recipitat=d residus of ¥ *“*eh-'oaiu.. of Yis filtered eoff, tus
;omgne 2istilled off “r-aa: the filtrate in 2 Tacuus, the resaining
0il tpituratag vith 5 1. of water, a L0% solution of nydrobrocide

acid adfed until a coxgo blue celc'-at-cn, ..he mixture héated at
boilinx for 3 nours, the 03l being a2izest to 5§ transforzsé into

2 solufion., The scluticon is °xtra :e;: ‘-7 °st°", !:!:e ester lazer
discarded and the 2guscus layer: after ‘raats:«any *ith oil is
-alkalin_z»d xztn £9% soldtz.on cf céisStic sodivm and saturated

- »ith mt.as-z. ‘ne precipitated oil -s extracsted by ester, the ester
zolintion vrieﬁ, ard Aafter @istilintion of IZhe solvens, 2 'iiq.xie

‘ tase of zrinc =iconol i< -obtain=d,

d-/5-== --J:bxl-’i—U.ac =antyl)anino/tiatrl 1 terzoate zcid (Staxifard

experirent &), %o 2 splution of 9.5 =. 'g’E in 20 »i, of dry
dichloroatnans =2t a8 iezverature of §-20 3= d 9.3 =. of T
chlorife apf ths mixture left to Sisna is ncm‘i: a% rees teaperaiurs,
after which the cichicrsthane is éirtilied off 216 the residue in S

« of water, ZIhe solution is sxiraciad by es:.er, the ester i=myer
searded, tha ajisous lz2yer filiered %ith cocal and 21ka2in=teé by
9

E‘v

2 3 A=

srrgning Soluticon, the vrecipitated cil extracted by erier,

t2r SrFinT cur a2 s2xiract %ith coemesine saifate znd svaporeting
ests? an alkanine es -r tase ir obiaine’ as 2 vizcous oii, Yi=ig:
T. Tz= hiydrochloride is obtaineé in an oster sclution, the
nicdife In an zcaton2 sciution.
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23 e vl )
Jb%nﬁ

L]
f] a\

o

(
x

] Y—...-s.ewg-—-:t(l—acaa antyilarine/rrepyl ester of 3, &-dimethoay-

Livrs=ic acid ‘S..ancarf ezmerizent B}. To 2.8 =. TiI is =néded 7 =rain

of reiallic sodiaR and the rixiure zr=?u=2lly he-ied to 80C for &0 min,
e S

saseing &y nistromen ihroush it. Then 1.08 7, of =stavl ester of 1,
»s&ﬂ.h-unwcm i &x3ix is 24824 angc, centzvzu.:r.r to ness nitroren

thoouch ii, the Si-iure is mzindainzd al a residual cressure of 110-
I8 = for 2 Bours st 2 tomrerature of S0-85C and 2 heurs 2% 3000,
Then it is tresfaf ¥iih 2 n. by 2 solziion of h¥frachioric zoid wmbil
2 comTo Yiolon conicr=tion, exiragted Ty es :: r, th2 extr=ct dérisg¢, arnd
after distilletion of ihe solwvans, 1.1 <. {61.8%) of azino =cid in

the form of 2 thick cil is obtzined,

Eethiodide of A-fli-meithyi-t-\l_mdazantyilerinofechyl acai-te
(I}, A ~ixtur= of 2. 1 e, of pathindida VI =né 2. £. of =2cetic
aprySpide ic hoated at IB0° for 30 minm. The o*o.,ained ralt during
coclins i= c-vstal’.i”a. it ic x=zhsd with esispy and racrystallized
frm ~=;cc§ml Yieid: 1.5 g£. (eS 23&') %.D. 8? 100 , Poung, %: C

.za $.22; H 7.5, 7.54; I 32.60, 32.76. Cygippifip. GCalculates
E:hQR 5?17'7' 32.27.

RN PN

AAZ Gk Bkl A XeaAit 4l

PR

(§ramat vintans o s



Lo d

:Bidliosraphy , -

1. Arengaruk, 2. P.; Grachers, =. L., Skoléirov, A. F., 2t 21,

~’;(hi?:-‘-fa_r§." 2h., Xo, &, 1967, ©. 20.

2. mﬁa‘!‘ﬁe'fic‘h D A" = 3 - . 2%
/Praracclozy of Curare like Rexedies/, Xi, 196,,} D. 5.

3. Pniliprot, E., ard Dallezag
¥. 220, 1953, m. 100,

4., ¥aser, P. G., Bf filyz, Arch. ges, Fhvsiol,, V.

0. &31.
S- i'asor, P. G, Ml_ux“ Ve 4k, 1957, p. 737.

6. 2obertscn, G., ¥oleimlvarnava diolcziva, /¥olecular Biolozz/,
¥., 1963, p. 670.

7. Gerscen, X,, ruskzins, E.

_ - - > - T
. E. 9., Fath, Pharsak,,

7": - 621

Y., et. al., 4, ¥

Te 6, 1?63, Pe é?eo

8. Rapala, B., et. a2i., Ibié. v, &, 21955, p. 530.

9. ¥yller, H., =2pd auiarre”f, H., Arch. Farn. (Weinhsiw)
{=itt, Disch. Dhrrs. Jes.), Y. 39, "¥e. 1, 1650,

16. Xliizova, N. V., Arendaruk, i, P., =% sl., Zhim-farg 25.,

¥e. 11, 1978, =, 1%,

1. Scorconskiy, L. B., and Gol'dfard, Y¥a. L., Znh. obshchey
v, 30, 1220, ». 1113,




! g Qy

! : ” o | e | o'w .
4500 L ey ) m..“m_« 6—i91 | o' | 9¥'is | ew'sl | ONVIYD g “ac“: W | o A
rue R lsot=tar | el Mwm“ 16081 | 220 | ‘w2'i1 | 02'5L | ONMH'D 0 hh““ ”mm” Al HA
, n_.s_ «m.«m f0g=-00% | TH'*l viv | o=coc o9 o1 | e'w [ONtD Tt | el y'os 1A
% Cher . doc“ , ;ewms ,

Y = (¥op)l; | . "o N o |3 N " o ) | .

RS r.ge S e N I W T - S :m pinoayo;
et ‘QToW | (%) naacd.dﬁeo (& uy) pun 0

| ..IEL.,,.L_\.. :E...S:wﬁg_ RNV L :

G TOUNHTV/OUTWE (TAQUIHUPU=T )=N=TAUTOW=N= t1 7

P ST TSR RITERY PR TEACe § mATYR T PRI TTS FT AR LeT R wr e Y




SR VISR
.

ve
-y
"

RPN P,

v Lagpye

BT A

i)

s gargrs

v

G

‘poguinotuy ‘g
*BE'G IO N

B o=

% lden syt -

*€Ho JI0J POINITFOAND 6F P

[P

o mRE o ARV

gNOYOTUUY JO 03TNHOI 4803 POIFO Ody ayooysuodud uy

ATiUOIY

§

‘Lot
PoauINOTUY *H1°g ‘20°g ,
oBLT"9LT ‘U ‘W 10PTUOTUOOMDAY * Lo~2y *d *u ‘onuge
19 {POquUTNOTUD *CEY ‘418 (TO ¥ ‘punoyg ‘. nb-26 “du
‘POIVTNOTBY *49°6 ‘28°6 (TO mm
19 ‘prnoy ‘aeylm Ut POATONOTP

JO Aouonbady YaTMm noganTnwgqe  JuTnINe)nw
QUM 0AJG.{ OT4UTO0 JO quowdon Tuloydyded

' IO

'

‘punoyg

'Q0R

fpunog *.58t~€gT *d'w ‘optuo
1°07 1hp S48 Fpoatnorip g6
Atduosy o

TV am v e

I ‘opyuoTyooaply

OJUYM UpUNoduon

: D40U00,]
‘ 194 ..._uD "“

P IRCAL acdneﬁzocpu>=w
$o0 .4 fpunoy cwoqus uf poATOLBTP
.-QOOQ

$4°6 .ﬁw 54

UDYG AN YIJTM YY/MW 00 @ROTUXOTH) 300 POXTIOKGEOUY UO ojuuutaodX gy

- ST IRA YT TN STRIENTE Sue srvine vecn i -

- Ty

msmoaca@n

AL AT .ocascmzowmmm 10
L ¢%0” 0 uorzvanp puv ocw\sm
d Tuwrxvwuldnn Y3IM poug Tady
* (ATENOUABIZUT 23/¥W 004

w: T

asmq“w J . . B M
«ST°0 .. 9330Vl ) | (go'a=rp'0): 1YL e | oele | go'ne
1=€ 4?85,& v~ | GREL [0=)82) L8 | £ | €0°2L 'ON''H*D mmum ﬁ." mﬁ @] o |[=HImHD~) O'WD [CM1DD
=€ ..333._.# ol-=0 |e¥'CE w“um $--018) OV'c | 00'9 | 92'c4 | PONYHYD | O9C | O0W | OKEL | PR | € |=IDwHO=| OUD |O'HD
9-9 A.W«mmm.w; 6=9 | rrca|ou'ce fo-zoz 00'c | zow [orne|toNI*o [ esc [ ore | 182 |ous | & [=wo=i~| o'Hd Lotk
~5T"0 ‘oy3dudn) |(wo'o—go'o) L2'E | \
5T w...z .Mgoms.w Sl Ym=Tl o'z | Ried [eton) 0L | 28 [ LC'80 [PO'NY YD mm %.» ._mm“..“ vop | w - H{ "o
L=G prosvyd, AL o-ss1] ov'c | s'0 1ectie {PONIMYD 0w | e | il |ee| - O |
tara 50 lezio—gi0) £0'08 e | | W
..n.mnbo.qwmmmu:u 10U | 0o | b'9E =00 &0 | 910 | e | TONHID | Y &m"m oy few| v | -~ Hi »
* g9 ‘produty s ol'ss ELSC 0-0R) 42 | AW (S0 | fON'UHMD | STV | 080 | WELL | VoL | a8 - Hi W
.omm ‘proouty L0°28 | 90'0T [0~C81) O¥'y | 608 | CO'OL [ TON''H®SD | 19" (V'O | TY'RL | E'W ) o0 - H H
'ATWNOUDAYIGUTY i * _
oL /D) eoaom. % e ] ‘utud )
g R Gl [ Ul 0l Il B
X e H ' * ROy v A X
Qud RoTHol Yopty,| e o | I ssdag Wo, ,
: hmeuomamxo%mmnmm..r o, pd 89.(%¥) pejuTndioe. H(¥) vunog _1 A
NE— ' L NN ouve_ — ;

(AT) VUWL GLIT ) 8ODTROTYUR Wl
OYWNUUTO PUU O1N4USq JO MOURR OTuRE

P

v




\FPE LY

hY
A _

“1

e
"
o -
L - Eres e - =
Tl A B L T RS N gy
»

bff

1 eheracter of.paraly=ing

‘( a'ht't"m aponinuE C

'_‘_._-.( v - -

Goapoind

B T T S

=t of aerivaflfes 2t nid

2ct

o ——pies

— - -

Zable 3

-
T i e

trogen on the,
tion of 2010~

c=nourds.

.'C‘zeracte* chick para
sis in Qoses (56/1(5

reno s

) 243

ing acf'i'?.fo'}r ~>

o x
L CH NGO (1K)
- T
C—!lma)i&m- axs
HOCH CHXCH L, 1-{Xa)

Hoaipu"ekzr_ﬁ&mF (x93
CH COOCH CH,NEH 2,1~ (tla)
GO0 CHNTHLADE- (K58] BY5ccid,

&
> Fad
—
T Y-
=9

« Sna_‘:,‘.c
»?lacc*d
Qgestic, 50-60
ﬂlaccm
Soaezzc,

30-59..

l;fv-so’
i;o-sﬁ A

-~
e

unverified meltinz 2nd boiling points are eited.

.-

N

'WT’W&;{;’&%M‘"&' e,

NN

BARE Tl AT IR D K A AN DA T 1Y

-
ta
+

Wi

1] & . ot e

|




